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Sodium saccharin (NaSac), used as an
artificial sweetener since the late 1800s, was
tested for potential effects on reproduction
and fertility in Swiss CD-1 mice using the
RACB protocol (Morrissey et al., Fundam
Appl Toxicol 13:747-777 [1989]). Data
on food and water consumptions, body
weights, and clinical signs from the dose-
range-finding study (Task 1) were used to
set exposure concentrations for the con-
tinuous cohabitation phase (Task 2) at
1.25, 2.5, and 5% weight per volume in
the drinking water. While water con-
sumption was decreased at the high dose
by approximately 10 to 20%, it was
increased at the low and middle dose levels
by approximately 40 and 20%, respectively.
Consequently, the high dose animals gained
slightly less weight during Task 2. Measures
ofbody weights and water consumption
allowed the calculation ofdaily exposure
estimates: 3.5, 5.9, and 8.1 g/kg/day.
In Task 2, three, zero, one, and eight
mice died in the control, low, middle,
and high dose groups, respectively. The
increased mortality at 5% NaSac was
attributed to complications ofdehydration.
For the surviving pairs, therewas no reduc-
tion in the mean number oflitters per pair,
although at the high dose, the number of
live pups per litter decreased by 16% and
the pup weight adjusted for litter size was
decreased by 6%. There was no decrease in
theviabilityofthe offspring.
These effects were considered sec-
ondary to the decreased water intake seen
at the high dose, and since the middle dose
level had a relative increase in intake and
showed no reproductive toxicity, Task 2
was judged to be essentially negative for
reproductive toxicity, and the evaluation of
the second generation was performed with
only the controls and the middle dose
level. Thus, the last litter from the control
and middle dose groups was nursed,
weaned, and reared to mating at approxi-
mately 70 to 80 days ofage. There was no
effect ofexposure to NaSac on viability or
growth to weaning, or on body weights at
the start ofthe cohabitation week. Water
consumption was increased by approxi-
mately 20% in the 2.5% NaSac group,
although this did not translate to a change
in body weight. In the mating trial, there
were no differences due to NaSac con-
sumption in the percent ofF1 pairs mating
or delivering a litter, or in the number,
weight, orviabilityofpups in thatlitter.
After the F2 pups were evaluated and
discarded, theFl controls and 2.5% NaSac-
exposed mice were killed and necropsied.
There were no differences between the
groups in terminal body weights or organ
weights. The concentration, percent motile,
or percent morphologically abnormal sperm
in theepididymiswere unchangedbyNaSac
exposure, as was the length or characteristics
ofthe estrous cycle.
In summary, NaSac reduced fertility
only at a concentration that also signifi-
cantly reduced water consumption and
increased mortality. At concentrations that
increased water consumption, there were
no measurable effects on reproductive
performance or necropsyend points.
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